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m 



wm^(omnmmotztbiz. tzt?nm^>f^<P'ktdii:<D'kmmmzi]u^. m 
s.m^t<-iSLmz^t>hxi^^o t^^iz^^p^w^xit^^Rfiitmit^tzisb 

20 t^-6o 

m^on^. m>^^o-k<om-i3mt>Mo ^tz'^^nim^ttzLtzm^iz 
Its x«jxP7Kx^>(Dis4A«tT3hn'So ^tzmm<Dmn^mh>-\itz^)mmm^ 
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Hi. 7>i^:d-x>v>g&^g^ (ACE) Icj: or7>i>;j-x>v> I 

T> Tyi^t^:yiy>.\\ ^^WiimiiJ^&^o 7:^i>t7-:yiy> w (D^^mz 
ItAJ ^ tAT 2(D2mm(D-*)-jf^^:fiim^tlXl^^ii<. C<Z)d*>AT 1^^ 
f*<7)^fii^fy^<A C E J: y *Mffl;^»<'>^i:L^I^Ej|lJ<^: Lr/£ < ffil^f,-5<fc 3 
10 ■Cl^'5>o 

ACEiis^yfc«);t;7>v;j-x>v> II mm^Ei'ji^^^m 
izi6i^xm^^mww^'(^mmm^wm(omn^m\t^ z t tm^tsixxi^^ 

(Am J Med 1995 Nov ; 99 (5) : 497-504. Diabetologia 1996 May ; 39 (5) : 587-93. N 
Engl J Med 2001 Sep 20:345(12) : 861 -9. J Hypertens 1993 Sep; 11 (9) : 969-75 

15 ) o ^^ic. ACEmmm'(^Ty'i^t'r>iy> w §:mw^m\it. mmmiz 

feli^l^Jti^LT#f4T'fcofci:(^)$B^A<^j:^tlrL^§ (N Engl J Med 2001 Se 

p 20:345(12): 851 -60) » ZOfztb^i^lzmmm^W&^miz^l^Xlt. skS.t<lE 

20 ^iBar-fcort. ACEiJiw^j-v»7>i^7l-x>i/> irg#**:*§j)i:^jA<j!£<ffl 

^(I>J:9lZ. ACE|liS^J-V>7>i?7|-x>*» II g^<*fe»J^lti:iftfr 
§ b=:>-7>i5;j-x>e/>^W$iJ^JG)s ^igeSlcfclt-S^^fflttM^lzfeLxr 
/S < is *n * ;K r I ^ § <!: I ^ ^ T «J; t ^ o 
25 Lij^LWP>. AC EmmM'('7>'Jt'r>iy> 1 1 g^f*:Jttn;i^J(Z)Wi^iiii 
nmmi^^OWintttziMit)^lztj:':,X^Xl^^, tztTLllHs rt^tfytj:7>^Jt 
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N Engl J Med 2001 Sep 20:345(12) : 861 -9) „ ■ea)^IPfll(7)^JgA«+^^T*^^:l^C t 

hyl ^^(DWlJJ^x^ur^ ^^>/^<7^ffiT$1i--&CtA<iS^$tiri^'5 (Am J 
Pathol 1993 Feb : 142(2) : 441 -50) » -li^PJ^^y^^i^^ I 
:^PX K-^- hU':7A*<^^tt:tli^^T;U7^' h (Kidney Int 1998 May:53(5):13 
10 14-20) , mmm^W^^^ (Nephron 2002 Dec ; 92 (4) : 788-96) (7)^^>/\°^^ 

K-'f (J Hypertens SuppI 1993 Dec; 11 SuppI 5:8208-9) . i^Wm 

*Hri^5 (Am J Hypertens 1997 10:209-16) o 
15 WOOO/67748 icli, ^7:^PX h:M- 'J '^A^#t;m-:7i- b>p G I 

mWii^W^±7^miz^t&iXh^^tij<. WO99/13880(::l*. ^=yya7.hi-\- 

W^Tffc^C^jft^s *f=WO02/080929(zliK^:^p^ h-f h 'J 't7A$#t? m-7 

^3l!lT*a)Wl$§a)^i^Tlw*r■rl)SlI^A<lBit$Hr^^§f£lttf, coi^px^^/"^ 
0 zitn^fOit^mtrnz^i^wM^ommm^^'Dzt. zommmttmits. 
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■Cl^^j:l^ (i^rjflBS 6 0 — 23 3 24) , 

0-mv^hytiyy::tt)ju ( fosinopril) nmm'E^Jl^'y^^ HzmmL 

. ^mm^W&omm^mmLfz^mtim^^hXl^^ (Am J Hypertens. 1997 
10:202-8) „ th^eMmm^m^X^U^Uz^Vltziy 



-m^ ( I ) 




(I) 



E 



B 



wo 2004/098611 PCT/JP2004/006412 

5 

(A) COOR^ ZC-C'R^li. 
7K^* fc (i^S^W iz g It AH f> ^ ^ H-r 7|- > s 

fey. R*(*7KS*fc(iM^|g[1 -SOJT^U^^Us 

- (CHgCH^O) „CH3. CCT% n I* 1 ~ 5<Dg|5[. 

10 )3— 2-e'ji>;k 3-e'ji?;u, 4-egi;;u. a--7'j;u, )S- 

5 K^>X75 K, -CH = N-NH-C (=0) -NH2. -NH-C (=0 
15 ) -Ph. -NH-C (=0) -CH3^L<Ii-NH-C ( = 0) -NHgt? 

-CH (R=) -C- (=0) -R\ ^C-^FR"(i7Km*fc(i^>y<;U. R° 

20 (i7x:i;k p-:?p^:7x:i;k p-^pp:7xr:;k p-if:7x^;u. p- 

-GpH2p-W-R\ C^T?s W(i-CH = CH-. - C H = C R'-*fc(*- 

c = c-r-fey. R'liTK^. ^^lai ~3 0(DitmtL<(*^ii^7;u+;u*/c 

~3 O^T^^U+^UT'fey. p(i1~50Sil> 
25 10) -CH (CH2OR8) 2 , ZC-CR'li^0i!j1 ~3 O0T;U4r->U*/=(* 

(B) -CHgOH . 

(C) -C (=0) N (R^) 
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6 

+ 7i-;k gj^7x:i;u (ccr*M^S(i±iB (A) 5) om-^tmm 

) . i^^lS7~1 2077;U4r;U*fcfi-SO2R^<'^g^DL. R^^fistm^i 
5 ~1 0a)7;U4r;k 8tlgia3~1 2(0e/<7P7;i/^;U. :7xr:;k g^7x:z;U 
(CZT'MSli±iB (A) 5) (Dm-^tmm) > M^iS7~1 2(7)77;U^;U 

(D) -CH2OTHP (THPiif-h^t Kpe^-^uS) rfcy. 

10 Ait. 

- (CHJ 

-CH = CH-CH2-. 
-CH2-CH = CH-. 
-CH2-O-CH2-. 
15 -CH = CH-. 

-o-CH2-*fc(i 

7) -C = C-r'fcys ^Ct?. mlil3!)NP>3©^il[^^L. 

20 Bli. -X-C (R^^) (R^^) OR'\ ZZXs R ' ' liTK^^fcli^^ifc 
1 5(D7P-r;Us T-h^t KPe^=;k -r h^t KP7^-;k l-xf-dfi/ 

25 "~CH2""CH2""% 
-CH = CH-s 

-c=c--e&y. 
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-Z-Ar^ ZZVZltmwi^mizm\:. Ar^lt^Ji-Jl. a-±y^J[^. j8 

-c»H2,-cH=c (R^«) Ri« . c:z-ec,H2»(iMSS^^(ci^i:. r^ = 

15 fc(i 

6) --c,H2„-c = c-r^\ zcr*u(ii ~7<7)SI[k-^fcys c^H^ji 
liSil^ L < it^mrji^ \y:yimt>L. r ^ i ~ e a)E«l7;u:^F;u* 

Bit. 7Km^fzit-oR'\ zzr^R^«TO^iai ~i 2a)7v;u. gtmia 

20 7-1 5©7P1';U^L<I*R2 (C;i1?R2(iHUl5S»lw|^i:) ^mt^Ls 

25 li. ±IE*f|0^<Diil3S^PJ^s U=>-7>i57|-7^>i/>lgRi§i|iJ*^SIl/iE^^t L 
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8 

±IB-fia!S ( I ) T?^ ^? t COT? fc -5 o 
R'li. COOR\ 

25 A(i. 

1) - (CHg) 

2) -CH2-CH = CH- 
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Bit. -X-C (R^i) (R12) oRi3 
1) -CH=CH- 

5 2) -c = c--^fcy, 

1) -Z-A r 2 

2) -Z-R^ 

nz-eziiHtrlE^aici^i:, R^ii^^ifts-i 2©^/^ pt^u^ju^ 

15 SL. 

3) -C„H2„-C = C-R^' 

^^t? L . R ^ ' itmmm 1 ~ 6 (Dm.mTju^)i^^mt>t. -bm d i 

20 *?»*LlVo 

R'\ts COOR2. dC-eR^li. 7K^*fc(il|S^fl*IICgltA*ie.*l^Pi'r:^- 

25 Y(*. 7i<3fe. -efeys 

B(4s -X-C (R^^) (R^2) OR'\ ZZV. R ' 'StXR ' '(*7Kf!lT?fc 

ys 

xlis -CH = CH~. -c&y. 
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1 0 




feS, -fp^PXPh (iloprost) . X7K:^PXx/— ;U-f h'J't7A (epoprost 
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1 1 

enol sodium) , ^ 'J > (carbacycin) . i/^T^oxh (cicaprost) 

, JLZt^ynxh (eptaprost) . 7^::^PXh (ataprost) . v:fPXx> (c 
iprostene) . ^:?'PXx> (taprostene) , ^P^J^zfaxh (clinprost) . - 
[y^DT^h (nileprost) , ■)-<?■*)■ -if a 7,7-1^ (naxaprostene) v hb^PX^ 
— ;u (treprostini I) . tfS^U^PXh (pimilprost) , CS-5 7 0 (B^ao 
iHf^ 2003^4^24 0) , TY-1 1 223 (B^B(;)if^2 0 0 3 ^4^ 2 
40) . TTC909 (BJ0(Z)ir^2OO3^4^2 4 0) . OP-2507 ( 
W0(Dir^2OO3^4^2 4 0) „ 

mTa):^px^y7>i>>i^^<*^iSlfflf-sci:*,Brtfer*fe^o k 

P-10614. CH-5084, SC-43350, RS-93427s U- 
6821 5, RO-23-6416s CH-169. TEI-9063, AFP 
-0 7. V-'iOZfOTshs CS570. M- 1 979 1, Hoe892, R-5 
9 2 7 4. CG4 20 3o 

^tzs (16S) -1 5-T;j-:^i/-i 6-t Kp^V-i 6-y^;u-9 ( 

o) -y^y-A6(9a)-::^p;^^<f^>v>ii. 9 (O) -p«^/-A6(9a 
)-:^p;^^z^^>v> I ,;t^;UXXx;U. 17 (S) . 20-v^^;U-9 ( 

o) -^^y-A6 (9a) -■::fpx^y^>i;>i, >5^;ux;^t-;Us ^mw- 

8-245498 ^^iJlCfBieO) 1 5 R-'f yi3)U/^V-( 0 'J 9-16032 
0^|Z|E^(D1 5R-1 6-m- hU^U-l 7, 18. 19. 20-T-f-^/;U 

i^m^t-DZtiim^thXl^^. -b-S^V^fbyu (sainixogrel:BJB©gfl^2 
003^4^240) > BMY-42239 (B^B(7)iilfTl|2 0 0 3^4^ 2 4 0 
) , BMY-45778 (B^0(7)|It^2 003 ^4 ^240) . ONO-130 
1 (B^0<Z)g|f^2OO3^4^2 4B) . $t>(C|i, EP0542203, EP 
0548959, EP0578847s EP0558062. EP058118 
7, WO 9813356, 4^812 0 0 0-1 9 1 523, WO 02/0 8808 
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>mmmi3^MibMij<^ !^icACEiassijfc<fci;T>v:i-^>i/> ii 

#lc|£<Eg^^^ffl$ti, ^a)$±14<i:W^143!)<W^,^lcfclNT^$;h.-CU-g>m 

j:i-^Zff)j\^ (enalapril maleate) . T^-bZf'))\/ (alacepril) ^ -r^^'J 
;u (delapril) . 7 5:^'J;U (ramipril) . *:^h::^';;U (captopril) . 'J v 

(lislnopril) . '^-^-tf^'J-ZU (benazepril hydrochloride) . 
■»f:^'J;i/ (libenzapril) . ^-^-I^'J^U (quinapri lat) . -i^^r^^JJl^ (imidap 
ril hydrochloride) ^ V"7iy3^'J^U (zofenopril calcium) s "P^ti^^"^*) 
;u (fosinopril sodium) ^ S/^ifT^'J^U (cllazapril) ^ •r^^'l^'jyu (temoc 
april hydrochloride) s 7.tf^:^'j;u (spirapril hydrochloride) . -^'J^K 
^'J^U (perindopril erbumine) , ^T.^iy'^tjju (moexipril hydrochloride 
) . h^>K7:/'J;U (trandolapril) . t^T/^ h 'J 7— h (omapatr i lat) . 
'\ini-:fV}i^ (ceronapril hydrate) s K7:^'J;u (idrapril) , 
;u (mixanpril) . ^^Jl'f-Zf^JJl' (moveltipril calcium) s L/>^T^'J;U ( 
rentiapril) . •i7^/<:^'j;U (utibapril) . '>:^=l;^ (synecor) , Xf^^*"'; 
7h (spirapr i lat) * If tfi/:^'j;u (zabicipril hydrochloride) ^ E — 40 
3 0 (Drug Data Report. Vol.22, p510, 2000) . -b^/:^';;^ 

(prentyl) . 9yxy:f*))\,. -tl-A/^h'J^h (Sampa 

trilat) > ^yhZf'JJU (Pentopril) . 'J^>-^-^*JJU ( Libenzapril ) . ^ 
'J> K:^U^ h (Perindoprilat) . Xtf^I^Uv h (Spirapr i lat ) > BRL-3 
6378 (N- [4- (2, 3-D i hydrobenzof uran-2-y I ) -1 - (ethoxycarbony I ) buty I ] -L-a I an 
yl-L-prol ine) , Vy^./'^V^i' (Zofenoprilat arginine ) » '77i/K'f 
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'J Jl (Fas i dotr i I ) . MDL-1 00240 (4S. 7S. 1 2bR) -7- [2 (S) - (Acety I su I f any I ) ~ 
3- phenylpropionaniido]-6-oxo-1. 2, 3. 4, 6. 7, 8, 12b-octahydropyr ido[2. 1-a] [2 
]benzazepine-4-carboxylic acid . S-21402 (N-[2(S)-(Mercaptomethyl)-3 
(R)-phenylbutyl]-L-alanine ) , -tr^/^'J^h (Gemopatri let) s AVE-768 
5 8 (CAS No473289-62-2 : (4S. 7S. 12bR)-7-[2(S)- (Acetylsulfanyl)-3-inethyl 
buty r am i do] - 6-oxo-1 , 2. 3, 4. 6, 7, 8. 1 2b-octahydr opyr i do [2. 1 -a] [2] benzazep 
ine-4-carboxyl ic acid ) A^&lf f>;fi'i)o 

C;Kf>fl)5*). »*L<(ix-^7:^';;U.(enalapril maieate) . T^p-izZf^J 
;u (alaceprll) . x^:^'J;U (delaprll) . =p^zf*)Jl. (ramipril) . tiZfh 

10 :f'j;U (captoprll) . Ui/>':^'J;U (llslnopril) . ^i-ii:^^))^ (benazepri 
I hydrochloride) . ') ^>-*jFzfiJ ji, (libenzapril) , '^=}'/^-:f'J)l (utibapri 
I) . i/^zi;!/ (synecor) . 7.tf^:^'J;u (spiraprilat) . -y-* f 'J ;u (zab 
icipril hydrochloride) > ^•^:/'j;u (quinaprllat) ^ -fS^^'J^U (imidap 
ril hydrochloride) . V'^7i/^'J;U (zofenopril calcium) . ^ti^/^^U 

15 J\y (fosinopril sodium) , iy^-^Zf^JJl^ (cilazapril) , T-^*:^'j;U (temoc 
april hydrochloride) . Xtf^^^U^U (spiraprii hydrochloride) s ^U>K 
Zf*))\y (perindopril erbumine) , ■boi-':f*)Jl (ceronapril hydrate) . 
4=-i/:^U;U (moexipril hydrochloride) s h7>K7:^'J^U (trandolapr i I) 
. K^^'j;u (idrapril) . ?|-7/^h'J^h (omapatr i lat) . 

20 (Pentopril) . 'J^>-y-*:^'J;U ( Libenzapril ) . ^'J>K:^'J7h (Perind 
opr 11 at) . 7s\i=j-f^)'zfV (Sp i r apr i I at ) . BRL-36378 (N- [4- (2. 3-D i hyd 
robenzofuran-2-yl)-1-(ethoxycarbonyl)butyl]-L-alanyl-L-prol ine) ^ 
•j^h (Sampatri lat) ^ '/"^i/ 7 h (Zofenopri lat argi nine ) » '7 
Ti^hV 'J;U (Fasidotril) . MDL-100240 : (4S. 7S. 12bR)-7-[2(S)-(Acetyls 

25 u I f any I ) -3-pheny I prop i onam i do] -6-oxo-1 , 2, 3. 4, 6, .7, 8, 1 2b-octahydropyr i do [2 
. 1-a] [2] benzazep ine-4-carboxy lie acid » S-21402 (N-[2(S)-(Mercaptome 
thyl)-3(R)-phenylbutyl]-L-alanine ) , y^/^'J^h (Gemopatri lat) , AVE- 
7688 ( (4S. 7S. 1 2bR) -7- [2 (S) - (Acety I su I f any I ) -3-methy I buty ram i do] - 6-ox 
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0-1 . 2, 3. 4. 6. 7, 8. 1 2b- octahydropyr i do [2,1 -a] [2] benzazep i ne-4-car boxy I i c 
acid ) A<fflt^btl'5o 

iRpicj?^ L < li. Ji-)-=yzf^))\.. T^-iz:f*j)i. x7:^'J;i.. y^^'JJi^s t 
:^h:^'j;k 'Ji/y::^'j;k ^■^if:^'j;k 'j^>-»f:^<j;k ^-f:^U;k -rs 

e^:f'j;k ^'J>K:^'jJk ^x^i/^fj^k h^>K7:^'j;k 7l-T/N°h'j 
hT>i>t'ry>» W ^^i^i^mmtlt. mmm±0T>Vt'r>iy:y W Sim 

mzmm-^mizmmL. T>i>:i-T-yiy> w iz^^jmm^^ 

*<fc^*<«f*lcz*iblc|l^$^§ta)-C(*Jii:L^o ^J^l*, P-b-^U^iV (losartan 
) , x:^p-t^;udR> (eprosartan) s *>t-9-;u$i> i/ly^-b^f-JU (candesart 
ancilexetll) > (valsartan) . -r-ZU 5 -b-^U^ > (telmisartan) 

s -ryu^-t^-;!^^? > (irbesartan ) . •$fV9-;u^> (tasosartan) , 
^> (olmesartan medoxomil) ^ EXP — 3174 (Drug Data Report. Vol.14 
. p396, 1992) . l/^-tf-^U^:/ (zolasartan) . > (saprlsartan 

) » xUt^^Udi' > (el isar tan potassium) ^ 'Jtf-9-;i/^> (ripisartan) ^ 5 
y7V-)U^> (milfasartan) , (forasartan) . x>:f-t'-;u$ 
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> (embusartan) , BMS-184698 (Drug Data Report, Vol.16, p449, 
1994) . 3- (2'~ (-T h^^/^U-S—f;!/) -1. 1 ' - fT' x >- 4 --T ;U 
) >5^;U-5. 7-v^^^l.-2-X5^;U-3 H-'T [4, 5-b] tf'J 

BAY106734 (Drug Data Report. Vol. 18. p518, 1996) .BIB 
5 R 3 6 3 (Drug Data Report. Vol. 18, p139. 1996) . C L 3 2 9 1 6 7 iZ-Zf 
^}l-6-i]-M- h^i/-1-.?«5^;uxf^;u)-3-[2'-(1H-x hyV-Jl-S-^Ol) ifyx 
-)\,-A-^)V;f.=f-)\,-\^-)--;\) >-4(3H)-;i-> : Drug Data Report. Vol. 16. p728. 
1994) , E4 177 iZ-iZ' -i3)\,if>.^iy\d:p )\^^=f-}l)-l-i/^ 

p e;u-7-y f'ju-sw-^ 5 ^i/[4. 5-b] e 'J vi^^tzit 4' - (2-i/^ □ -^a e;u-7- 

10 .>«5^;U-3H-^5yy[4.5-b]tf'Ji?>-3-(';UP<5^;i/)e7x:^;U-2-*;U7t?>M : 
Drug Data Report. Vol.14. p981, 1992) . EMD73495s HN65021 
(Drug Data Report. Vol.16, p914. 1994) , HR7 20 (Drug Data Report. 
Vol.17, p147. 1995) . HOE7 20, LRB08 1 (Drug Data Report. Vol. 
16, p1002. 1994) . SC52458 (Drug Data Report. Vol.15. p632, 1993 

15 ).SL91010 2, UP2696 (Drug Data Report. Vol.16, p1004. 199 
4) . YM3 5 8 i2J-i>JL^)\.-5-[Z' -m-'r h'yV-Ji^-B-^ \£y x-)l- 
4-f;u>^;U]-5H-e^yP[1.5-b] [1.2,4] h 'J T^-^U* 'J 0Ai&-7Ktg : Dru 
g Data Report. Vol. 15, p533, 1993) , EM D 6 6 3 9 7 . M E 3 2 2 1 (3- 

K^i/-2,6-i?>5^^i/-4-[2'-(iH-T h ^ v/-;u-5-'r ;u) t*:7i^;u-4-f 

20 h4ri^] tf 'J 'Jy : Drug Data Report, Vol. 16. p636. 1994) . T A K 5 3 6 ( 
2-x h*i^-1-[2'-(5-:!|-^V-2.5-i?t Kp-1,2, 4-;l-4^-tl-i;7 V/-;u-3-f ;u) If 
:7x^;i/-4— r;U>f';U]/<>X'f 5^'/— ;u-7-*;U/-K>^ : Drug Data Report, 
Vol.17, p435, 1995) . CGP42 1 1 2A (Drug Data Report, Vol.12. p79 
4, 1990) s CGP49870. CP148130, E4188. EMD666 
25 84. EXP9954. FR1153332. GA0050. KT3579 (Dr 
ug Data Report. Vol.15. p631, 1993) , LF7015 6. LRB057 (Drug 
Data Report, Vol. 15, p922, 1993) . .LY266099. LY301875 ( 
Drug Data Report, Vol.16, p538, 1994) , PD 1 23 1 7 7 (Drug Data Repo 
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rt. Vol. 13, p123. 1994) , P D 1 2 6 0 5 5 (Drug Data Report. Vol. 16, p5 
43. 1994) s SC5 1 7 57 (Drug Data Report. Vol.16. p453. 1994) , SC 
5 4 6 2 9 (Drug Data Report. Vol. 16. p542. 1994) . U96849. UK7 
7778.WAY126227 (Drug Data Report, Vol. 15. p1024. 1993) . 
5 WK 1 2 6 0 (Drug Data Report, Vol. 15. p635. 1993) . WK 1 4 9 2, Y 
H 1 4 9 8fc<i:t/YM3 1 4 7 2 (Drug Data Report, Vol.15, p1024, 1993) 
, *e)l::l*7K51^-;U^> ( Pomisartan) . t)l^:^-*)'J\y^ > /n-T Kb— h (Olm 
esartan hydrate) . KRH-594 (2-[[5-X5^>u-3-[2' -(1H-x */--/U-5-r;u) 
e 17 X ZLjl-A-^ ^ jU]-2. 3-v t K P-1 . 3. 4-5^7 v7 V^-;U-2-'f 'j x>] T 
10 5y*;U7t?-;U]-1-i/^P'<>T>*;U7H>^-*'J't'Ai^) s UR-7247 (3-f 
V 3^ P e;u-1 -7^ P tf ;U-5- [2' - (1 H-x h =7 IZ-^U-S-T -)l-4—( 
5^;U]-lH-e^ 9-Jly-A-i3Jl7fs>m > EXP-3174 {Z--^^Jl^-A-<P P P-1-[2' -(1 

H-x h5*/p-5-'r;u) e7i-;u-4-r)u>^>i/]'f 5^y-;u-5-*;i/7t?>K) 

. L-l 59282 (N- [4" - (2-x^;u-5. l-i> ^ f)U-ZH-^ 5 ^ [4. 5-b] \d 'J >-3- 
15 -r;U>«^;U) t*:7x:::;U-2-X;U7N-;H'^>X7 5 K) , CL-329167. DuP-532 ( 
4-^>^ yMoiL^ji-Z-zfa e;u-1-[2' -(1H-t h y V-Ji^-5-( ;u) tf 7 1 - 
;U-4-^;uyf^;U]-<5^y-;U-5-*)U/-H>M) . ICI-D8731 (2-X5^;U-4-[2'-( 

m-Th'7\/-)\^5-^)i')ifz>ji-ji'-A-^}U)t *j>mMm . ici-d 

6888 (2-x^;u-4-[2'-(1H-x h^V-;u-5-'r;u) lf7x^;U-4-l';i/y H+i/]- 
20 5.6.7,8-x h7t KP+y U>^^i^) . CI-996 (2-:^P e;u-1-[2' -(1H-x h 

^y-;i/-5-r;u) e:7x=:;u-4-f ;u.?t^;u]-4-[2-( h U :7;^7^py^25^;^) if p 
-;u-l-i'^u]'i'5^y-;u-5-*;u7|f>^) s fcJ:t;> li^icjcorii::^?)® 

25 P-9-;udii> (losartan) ^ x^a-9-;i/^> (eprosartan) s 

■tJ-^U^f^ i/\y^-\Lf-)\^ (candesartan cilexetll) s /<;i/-tl-VU^ > (valsartan 
) . Tr;U5+J-;u5i> (telinisartan) . '<}\^^-^}V^'> (irbesartan ) s ^Vtf- 
;u^> (tasosartan) s 7j";U>1^^U5 > (olmesartan medoxomi 1) ^ EXP — 3 
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17 4. */^-9-;U^> (zolasartan) . -y-^'J-b-^U^ > (saprisartan potassiu 
m) . JL'J-^jl^i/ (el isartan potassium) » 'J tf-t^JU^ > (ripisartan) , 5 
:7t-9-;u^> (milfasartan) . yt'y-^JU^^ (forasartan) . x>:;+l-;u^ 
> (embusartan) . CL329167. E4177, ME3221, TAK53 
6. 7K5-9-;U^> ( Pomisartan) , t)\^J^V-JU^> /U KU— h (Olmesarta 
n hydrate) . KRH-594. UR-7247, EXP-3174. L-159282. CL-329167. DuP-532. 
ICI-D873K IChD6888. CI-996 ii^lcJcoTIi C;KP)CDftmStti|«3a 

ti^lz, P-9-;U^> (Losartan) . x-:''p+J-;i/^ > (Eprosartan) ^ *>x-b- 
JU^> ->b:^4z5^;U (Candesartan cilexetil) . /<;H:h;u^> (Valsartan) 
s T^US-y-yi/^^ (Telmisartan) . JU^-*)-Jl^ :y (Irbesartan ) . yt^;U 
^> (Tasosartan) s (Olmesartan medoxomil) . V^-b-^U^^ 

(zolasartan) , 5 7t-9--;u^> (milfasartan) . yt^-^^-JU^^ (forasarta 
n) m^lz^nXltzhhOitmfS^^m (*>x-y-;u^ »&:<!:) fcJ; 

t^^Zf^ KS7>i?7|-T>e/> II S^it:}Sta^J$1iitlcJ:or55>^-r<5t. 
e 7 X z:;ux h ^ V^^-^U^ t$^i^y x-jl'r h3 9-)Umz:^m * „ 
(*p-b-;u^>, :^>r-y-;u^> t/b^4z5^;u, /n'-iu+^-^u^^a^^^^Jx-So 

jfxSo ^T-Hfl±-tr'J>:;^P7"T-4f0lS-efey. ACEii:=fe,lC7>i^3!|-r 

. ^^-ifom^mtamm^o^&^itLx-simmm^^^xi^^o i&^^o 
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=^-7—\immMtLx. 3- (2— j-75^;u*;u7K-;u) -5- [2- [5- [ 
[ (i-^'i-yu-i. 2. 3. 4-x h7'/'J>/u) -jtf^yu] ] :7 

'J;U>5^'jx>] -1. 3-^77'; v>-2, 4-v7f->s 3- (4--i7PP 

^>i2>7.;u:77h-;u) - i- (4— J'pp:?!::: ;u) -f 5^y'Ji;>-2. 
5 4-i?:i->. 3- (3-7''J;u:i-^v*;u?K=;u^^;u^>4f>x;i/:7:*--;u) 

-1 -:7x:^;U-'r5y*/Ui;>-2. 4-i?;j->. 7- [6- (6-t*:!|-^ 

-;u7S/:b:^P'f;u)75y *:^P'r;u]75>'-4-'^pp-3- (2-7x 

9 5 7 7 0. W09 8/0 9 9 4 9. W09 3-2 5 5 7 4s USP 5306 
10 824. wo 96-4248 |C|gS^FtlTl^<5o 

n^f^mmn fe y . u - > - t :/ i^^i-x > ^ l %r 7 > e;;!- x > i/ / --^f 

(aliskiren) &i;Lx5 + U> (remikiren) , Ml^lc (2S. 3 R. 4 
s) -2- ( (2R) -2- (1- (4-^;ix/-tN'j^;u:^);U7tf^;u) -><^;u-N 
20 - (1— t-:75^;up<^;u) 75/) :^;i^-;u->«^;u-4->5^;u^>^:i--;u 
) 75y-i -i/^p^4^i/;u-3, 4-i;t KP4i^-6-^^;U'^:f^ >^ 

<Z)!RFga¥5-3 2 6 0 2lCiB»$ttTL^§{b^JK33b^fclf P)*i§o 

2mWi±^m^-^Mxmi^^^Xl^Xi,^l\ ±fBLfcM>5:€)*x3*'J-(cS 
25 zm&i±<0iy-:y-7 :yiy^^>i^yMmWM^B^'^t>i^xmi^^Z. 



wo 2004/098611 PCT/JP2004/006412 

1 9 

9 7/0 2 03 2) . :^mm(D:fn7^^^'yy'J>immi^^s ACEH^^PJt 
J: or. W^S(DiifT^^blc5SI||c}q]gjrt<5o 

:*:^B^iccj:yi^R^^fci*5^j«rt^mt<tLriis mmm^W'^itctb. 
M^mi!^w^is^umi^mww^. ^^yo—a&^ms j\.-:fxw0is mm 
ttwife. M^mmwram^w^. mmm'^mn^^w^. M.^w^±i6^umt± 

:^^Bmi^mit. Wom^mwmtmmtdii^mv&^GFR (glomerular f 
lltratlon rate : ^«5<*;ligg) ^^WttLfzt^lzmtmm\zmi^X^Ztti< 

mvt^o ^tzm^izit. !Sr^0<p [y7i'->mt^hikn^iz^'Dxm^t^z 
20 tfssmv^^o 

*f=W<Di£^^Taiji^tg©<£TIC#L\ jftl4'a)^7U7^=->-V>BUN (Jlll*^ 

BMCDwmmvvmi^m'&mwizm^^^^tij^x'^^o mziiufpax? i^r^-^m 
25 a)igT&m^mMt^zti)<mmm\z=hmm^H. m7Lit>s^^m\(ow^±m 

<D^f^a)WB\z=tmi''*h^Xl'^^ (Blomater Artif Cells Itnmobi I ization Blot 
echnol. 1991 ; 19(1) :147-66s Am J Kidney Dis. 2003 Mar;41(3 SuppI 1):S35-7 
•) 0 
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A<^f*Ll^A^. ^^)ummx&-DXi,s :$^f^mizir$if^mmf^mz^'DX^^)is. 
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(M5 0kg) (c^PS4-r^ii^. '^Mi^^^t^it'^^s ^(D:^pK^ 

'>y*f={*-e«)tg^ji^ii5is m^^-^mm tLxo. oi-iooomg 

5 , »*L<l*0. 1 ~1 OOmg-efcys COft^l B 1 1al~3|llJ9!4"f 

) T'figAlCjtLrO. 0 1 ~5000//gSJt-efcy. »*L<(*0. .1~50 
tLXs 0. 0 2// g~5 0 0//g$1 B2A^b4|slS•^r'S©*^ii^•C*fe§o 

:^?^mzt$if^zfox^<f'7yi^>immi!^<DmmtLxit. m^^Ms mTut 

15 ^:^j;Uv':7At| : <5iJk.(*. x^Xh'J>. 7veTd"A. 

p-;m. ^«»Js «»Jx.«. Mm 7K'je:^;i/ep'j «gsi2;up-xip 

^ -5 z t f^j^g bT fc o 
20 ^^BJClfclN-Cs ^PX^y7>v>ie^i*«t:T>v;*-x>v>I^PlS^J^ 
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^ L i^ism ^ t b -r o 

^mo^^BBtLxits ^mm^mmvtWs mwtfinzimQ^^o 
5 li^, i&m. mL mnm. i^mm. nsn, mi. iyn^vzfm. a 

. mnM. wmu i^nvz^n. ■^^-{Dm. i^mihi^=bo 

15 mT^is^Bj ^mmm\z ^t-^^^^) mwmzmmt^o 

xmm^^m^uzo zmmz^Ws M^^T^cl^. j^^>/^^fi. iftut^? 
m-^^fzo ^im0wm[tim'?i^7f->\z^'^fzo 

1) : n = 6 

2) BPS 1 0 OH (JtlS^^J) : ^'y-^QT. h-^- h 'J "t^A 1 0 0 jU g/ k g (B 

I D : 1 B 2 UliS-^) . n = 6 

25 3) BPS3 OOP (ib^W :^7:^P:^H:fh'J'l7A3 0 0jUg/'kg (B 
ID) s n = 6 

4) *>x-t»-;U^>1 om (it^W : *>x-t>-;U^>- i/b4rv-b;H Omg 
/k g (OAD : 2|s:^M^1 S 1 0354) , n = 6 
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5) *>T"b-;U$«>3 0i^ (tk^W : *>T-b-;U$> • i/U^i/Hz;U3 Omg 

/kg (OAD) . n = 6 

6) BPS 1 0 0 + *>-T-9-;U^>1 0^ (;$:f§B^) : 

^^:^P7. h-^ h'J'i7Al 0 0;/ g/k g (BID) ^xW^ > • 
5 425^;i/- 1 Omg/kg (OAD) . n = 7 

g| 1 iz^r^ -5 BPS100 il. * >x-t>-JI/^i > 10 i¥r*(Z)Wii^®iiff*ipmmi* 

00 m) "tcowmmmnmmmt. BPsioo+*>x-b-;u^>io^<i:tb-<rii^N 

Cfl>J:3(=s mS«JT?(i^<^0liiG)ii^f^tqifiJ1-€.Zi:(Z)4%MSfflfia)BPS ^ 

lzm^mii)ti:ii^ofzo 
25 Lfco 

1) : 0. 5%CMC (OAD) (BID) , n = 6 

2) T-;U5-t>-/U5i>il (ibill^JIJ) : x;U5-9-;U^> ■ 4 0mg/k g (OAD) 
+^@7K (BID) . n = 5 
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3) BPSil (ibi^^lj) : 0. 5%CMC (OAD) +^3^07. hi" h*J OA 
^ OOU g/k g (B I D) . n = 5 

4) x;U5-9-;U^>+BPSl¥ (2^^B^) : x;U5-9-;U^> • 4 0mg/k g ( 
OAD) +'<^:fP7. h:fh'J't7A1 0 0// g/k g (BID). n = 6o 

Mf)^':>fzo T-;u5-i:^;u^>^fcj;t;x-»U5-y-;u^ >+B p smx^itW^±(Dm 
ntmm^^. •?-(7)Miix;u5-9-;u^>+BPSi|-^'§iiANoyc„ ^f^aiS 

^->M*<l5^^iE^^l^^^^Jt(c^q]$|J**lTt^fco mmmvim^KD 



^1 





(mg/d L) 


IM) 0lfil>f ^ 

(mg/d L) 




1.79±0. 37 






0. 93±0. 43 


1.18±0.80 


BPS 


1.56±0. 76 




+ BPS 


0. 61 ±0. 09 


0. 29±b. 01 



^mm3 

1) : 0. 5%CMC (B I D) +^@7X (BID). n = 6 

2) P-9-;U^>SI (Jt^lPJ) : P+>-;U^>- 3 0mg/kg (BID) +^@7K 

(BID). n = 5 

3) BPS|¥ (ibi^W : 0. 5%CMC (BID) +^^Z^a7s hi- h *) '^A 
10 0// g/k g (B I D) . n = 6 
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4) P-b-yU^V+BPSg^ (*^BJ) : P-9-;U^> • 3 Omg/k g (BID) 
+ ^^:^PX h:fh'J'^7Al OOit/ g/k g (BID) . n = 5 

smvit. ^^±(Dmm^ii^mmizjt^Lx^M:\zwm^h,tz (p<o. os) 
§ z t (z J: o T . mwJ:w^±omnmm^ti^mibPiJ^tzo 

^2 





fifg 6 ii^(Z)illljS<7 UT5^- >M 
(mg/d L) 




1.83±0. 47 


p-tl';u^> 


1.94±0.61 


BPS 


0. 93±0. 18 


p-t>-;u$>+BPs 


0.65±0. 13* 



*:p<0. 05 MII<!:(7)Jti^ (t1^^) 
Ltzo 

1) >E*fiSl¥ : 0. 5%CMC (OAD) +^S7K (BID) . n = 6 

2) x:^^:^|J;^i$ (tbM) : Tb-o^x-t^^^'J^u • lOmg/kg (o 

AD) +M@7K (BID) . n = 5 

3) BPSII (tblSHW : 0. 5%CMC (OAD) +^7 ^P;^ h"^ h U -t^A 

100// g/k g (BID). n = 6 

4) JLi-'pz^^jju+BPsm i^f^m) : •7^•<>^x:^^^g;^ ■ lOmg/ 

kg (OAD) +^T^P;^ H-^h>J't7A1 OOjt/ g/k g (BID), n 
= 6 
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ju+BPSi¥rMi. W^±0jitTmW(cJtitLrWm(cjq]©j$;h>fc (p<o 

^ :^'J ;u$«f fflf § Z. t (c J: o r , #B^JEi:^=F±fl)jifT}iP*J^mA«*to &*vfco 
^3 





(d L/mg xii) 


(mg/d L) 




0. 41 ±0.04 


1.83±0. 47 


x:)-^::f"j;u 


0.41 ±0.04 


1.83±0.44 


BPS 


0. 32±0. 04 


0. 93±0. 18 


x-^^:^'J^u+BPS 


0. 24 ±0. 05* 


0. 60±0. 08 



*:p<o. 05 nmmt<D]m f.^^-^) 



1) : 0. 5%CMC (OAD) +^g7K (BID) . n = 6 

2) 'jvy:^'j;HI (it»J) : 'Jv/:^'J;u- iOmg/kg (oad) +m 

@7K (B I D) . n = 5 

3) BPSSI iitmm) : 0. 5%CMC (OAD) +/<^:^PX ht" h U -t^A 
1 0 0 ju g/k g (BID) . n = 5 

4) 'ji/y :^U;U+BPS|| (3^^BJ) : 'J ^/ ^'j^U • 1 Omg/k g (OA 
D) +'<7:^PX h-^- KU'^AI 0 0/i g/k g (BID) . n = 6 
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mAiz^.t^ d iz 'J V/ :f ij ;ugf. bps mx'(DW^±mnmmmtnmm 
5 mvit. w^±<DmmmmmizitmLx^mizm\thtz ip<o. os) 



^4 





(d L/mg xii) 


(mg/d L) 




0. 43±0. 02 


1.49±0.41 




0. 39 ±0. 08 


1.20±0. 34 


BPS 


0. 37±0. 07 


1. 49±0. 59 




0. 27 ±0. 05* 


0.81±0. 32 



* : p<0. 0 5 nmmt<Ditt^ iW \ I c o X o n^^) 



^Ltz. mMm(DU^i3^i^2mmmzmm^)>j.T<D4miz'Aif. mmu^^mm 

1) : 0. 5%CMC (OAD) +||®7k (BID) s n=6 

2) /<';>K:^'j;ni (Jtlg^^J) : ^'j>K:^'j;ux;u:;5>- iomg/kg 

15 (OAD) +^g7K (BID). n = 6 

3) BPSH (Jt$jt0ij) : 0. 5%CMC (OAD) :^PX Hf- h U -t^A 
1 OOiW g/k g (BID). n = 6 

4) JLi-^-^*J)l^+BPSm i^nm) : ^>J>K:^';;Ux;u:^f5>' 1 Omg 

/kg (OAD) +^^■^^7.hi'h')'^A^ oOjug/kg (bid) . n = 

20 6 
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m 


(d L/mg xii) 


(mg/d L) 




0. 35±0. 04 


1.45±0. 32 




0. 30±0. 05 


1.09±0. 42 


BPS 


0. 29 ±0. 03 


0. 93±0. 18 


BPS 


0. 21 ±0. 07 


0. 75±0.16 



5 

^Ltzo w.stm(D^^f3'^^2mmmizm<iifi^]iiT(D4miz'^\fs mmwc^^mm 

10 1) Mf^ : 0. 5%CMC (OAD) +^@* (BID) . n= 1 1 

2) *>-f-9-;U^>il (Jti^W : i3>7^-*^)U^>- i/L/^-tjf-^U- 1 Omg/ 

k g (OAD) +^g;K (BID). n = 1 1 

3) BPS|$ {itWD : 0. 5%CMC (OAD) h-^" h 'J "^A 
1 00// g/kg (BID). n = 1 1 

15 4) *>x-9-;u^>+BPSg^ (^^BJ) : *>-T-9-;u^> ■ i/U^-l25^;t/ • 1 

Omg/kg (OAD) +/<^:^D7. h^M-'J'tyAl 0 0// g/k g (B I 
D) . n = 1 2„ 

a2(cS^-r<fc9(C. :^:S•^Slcfcl^r*>x■»^■;^^>il. BPSg^|c*Jlt-&5E 

20 Bpsi¥-t?(*, ±nmit><i^mmizitmLx^mz^mts^tz (p<o. os) , 
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PCT/JP2004/006412. 



2 9 



1. -m^ (I) v^^^^zrnx^</^:yi>yimmi^^^M'^^tLX^ 



(A) COOR^ CC1?R^fi. 

;u^b>tfcy. tiii ~6(DgiS*^L. R^(ii^^ia3~i 2(Z)*>^P7;i/ 
15 fey. R^ii7Xm*fe(i^^i&i ~5(D7;u+;k 
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. e/^p^:3F'>;u. ~4oem7;u^;ua)i ~4<@-ea 

25 -z-R\ c:CT?z. R3(it(riB^Si::i^i:. 

-C,H2,-CH = C (R'^) R^° . CZT?C,H2,f±friB^SlC|^Ii:s R'' 

fzlt 



wo 2004/098611 PCT/JP2004/006412 

3 2 

6) -c„H2„-c = c-R'\ dCT'uiii ~7fl)SIS-efey. C^HgJi 
5 7~i 5a)7P-r;u^L<(±R« (c;i-^R*i*friB^«(ci5ii:) t:^t>L. 

2. MB-^iC (I) lI^5^,^r. 
RMi> COOR2 . 

10 Ali, 

1) - (CH,) 

2) -CH2-CH = CH- 

15 Bli. -X-C (R^^) (R^^) OR"" 

1 ) -CH=CH- 

2) -c = c--efcys 

R^=^li. 

20 1 ) -Z -A r ^ 

z c z lin^fiiiiiig^, ^tzitc.H^^vm ^ix^mm^tz it^my 

*fc[i'>^i:<i:% ifi<7)^^, ^Ifl. y^^fMs B'tfBs h'J7;u 

2) -Z-R3 



wo 2004/098611 PCT/JP2004/006412 

3 3 

3) -C„H2„-C = C-R'' 

3. HijiB-ift5« (I ) (cjs$t^r. 
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